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DETAILED ACTION 

Continued Examination Under 37 CFR 1.114 

A request for continued examination under 37 CFR 1.1 14, including the fee set forth in 
37 CFR 1 .17(e), was filed in this application after final rejection. Since this application is 
eligible for continued examination under 37 CFR 1.1 14, and the fee set forth in 37 CFR 1.17(e) 
has been timely paid, the finality of the previous Office action has been withdrawn pursuant to 
37 CFR 1.1 14. Applicant's submission filed on 12/03/07 has been entered. 

Claims pending 1-7, 9-12, 15, 16, 24-27, 29-33, 35-87 are pending. 

The rejection of claims under 35 USC 103 over US 6506767 or WO 99/01450 still stands. 
Applicants arguments are not found to be persuasive. 

They are claiming that using these different solvents and different methods give a mixtures of 
the form I and form II. 

For one enantiomeric pure or mixtures of different ratios are not "patentable'. This is obvious 
to one of skill in the art. 
In re Durden Jr. et al 226 USPQ 359. 

Even optical isomers are not patentable over racemic mixtiures. 

The polymorph art is no longer new. It is a well established fact that polymorphs exists and 
screening for them via different processes is a routine experimentation for those of skill in the 
art. 



Both the forms I and II are known. 



Application/Control Number: 10/800,290 
Art Unit: 1625 



Page 3 



The process claims of the applicants are drawn to making different ratios of Form I and form II. 
It is similar to saying that it is a purification method. 
Purification is done by crystallization from different solvents. 

Also see the Polymorphic Screening : Influence of solvents on the rate of solvent -mediated 
polymorphic transformation Chong-Hui Gu 2001. 
Also see Solid state chemistry of drugs Stephen Byrn. 

See Polymorphism in Pharmaceutical Solids , K. Guillory 1999 . ( all in applicants IDS.) 
Page 192 shows the use of different solvents 

Kaneko et al. [20] observed that both the cooling rate and the 
initial concentration of stearic acid in n-hcxanc solutions influenced 
the proportion of polymorphs A, B, C, and E that could be isolated. 
Garti et al. [21] reported that for stearic acid polymorphs crystallized 
from various organic solvents, a correlation was observed between the 
polymorph isolated and the extent of solvent-solute interaction. 

The reason for using crystallization solvents having varying po\- 
larities is that molecules in solution often tend to form different types 
of hydrogen-bonded aggregates, and that these aggregate precursors 
are related to the crystal structures that develop in the supersaturated 
solution [22]. Crystal structure analysis of acetanilide shows that a hy- 
drogen-bonded chain of molecules is aligned along the needle axis of 
the crystals. This pattern is characteristic of secondary amides that crysV 
tallize in a trans conformation so that the carbonyl acceptor group and 
the -NH hydrogen bond donor are anti to one another. The morphology 
of acetanilide crystals can be controlled by choosing solvents that pro\- 
mote or inhibit the formation of this hydrogen-bond chain. Hydropho- 
bic solvents such as benzene and carbon tetrachloride will not partici- 
pate in hydrogen-bond formation, so they will induce the formation of 
rapidly -rowin- chains of hydrogen-bonded amides. 



Page 193 gives the different solvents and conditions. See below:- 
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Some solvents favor the crystallization of a particular form or 
forms because they selectively adsorb to certain faces of some poly- 
morphs, thereby either inhibiting their nucleation or retarding their 
growth to the advantage of others. Among the factors affecting the 
types of crystal formed are (a) the solvent composition or polarity, (b) 
the concentration or degree of supersaturation, (c) the temperature, in 
eluding cooling rate and the cooling profile, (d) additives, (e) the pres 
ence of seeds, (f) pH, especially for salt crystallization, and (g) agitation 



e) meets the limitations of claim 65. 

According to McCrone [27], in a poor solvent the rate of transforV 
mation of a metastable to a more stable polymorph is slower. Hence 
a metastable form once crystallized can be isolated and dried before it 
is converted to a more stable phase by solution phase mediated transforV 
mation. In some systems the metastable form is extremely unstable and 
may be prepared only with more extreme supercooling. This is usually 
performed on a very small scale with high boiling liquids so that a 
saturated solution at a high temperature that is suddenly cooled to room 
temperature will achieve a high degree of supersaturation [28]. 

There are many examples in the literature of the use of single 
solvents as crystallization screens. Slow crystallization from acetone, 
acetonitrile, alcohols, or mixtures of solvents yields the Form A of 



Using mixtures of solvents is also suggested on page 194. 

If single-solvent-solutions do not yield the-desired phase, mixtures of 

solvents can be tried. Multicomponent solvent evaporation methods depend on the difference in 
the solubility of the solute in various solvents. 

In this approach, a second solvent in which the solute is sparingly soluble is added to a saturated 
solution of the compound in a good solvent. 

Often a solvent system is selected in which the solute is more soluble 
in the component with the higher vapor pressure. As the solution evapo 
rates, the volume of the solution is reduced and, because the solvents 
evaporate at different rates, the composition of the solvent mixture 
changes. 

Vapor diffusion is also used. 
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Fig 3 i ^ili'M fib vapor diffusion Repnadu ect w»* p taimkm of 



Irni-dthw priLfchmuAi . ht„ rutk>\ tu , taU'^rs'-ntR r Ei 
int*l si»hiUf»Ji 4 1 Mr ( i* s'^urut J b\ , et, k> Ki i- V m >tt over, 
ras sained ai 100 C for 3 hour [36'j While the $- form of tegaftn * 
obuiiuM i ' the ^. aeration a saturated «wtnam»» v ,u i t i." ; 
Kvu in obue al S\* u«* jr _ <h< [>u>rrn at HO-T h>r one hour 
[\rttn !k>l wiltem* tspr.^iuut uu-w.il 1 ' iU >n Iror eenHed^ doi 
but Form I is prepared by heating krat 11 at 1H0T for 10 hours pSJ. 



Crystallization from melt is still another technique meeting the limitations of claim 29. 



Rapidly changing the pH of the solution is another way to precipitate and get crystals. Meeting 
the limitation of claim 69. 



Grinding is another process. See page 202 , meets the limitations of claim 30. 
Grinding 

Polymorphic transformations have been observed to occur on grinding 
of certain materials, such as sulfathiazole, barbital, phenylbutazone, 



Application/Control Number: 10/800,290 
Art Unit: 1625 



Page 6 



cephalexin, chloramphenicol palmitate, indomethacin, and chlorprop- 
amide. Byrn [46] has stated that polymorphic transformations in the 
solid state require the three steps of (a) molecular loosening (nucleation 
by separation from the lattice), (b) solid solution formation, and (c) 
separation of the product (crystallization of the new phase). 



Thus several known methods are known and is within the scope of routine experimentation to 
make the different mixtures of form I and II of crystalline desloratadine, when both form I and 
II are known forms. 

Conclusion 

Claims 1-7, 9-12, 15, 16, 24-27, 29-33, 35-87 stand rejected. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Rita J. Desai whose telephone number is 571-272-0684. The 
examiner can normally be reached on Monday - Friday, flex time.. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Janet Andres can be reached on 571-272-0867. The fax phone number for the 
organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). If you would 
like assistance from a USPTO Customer Service Representative or access to the automated 
information system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 
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